INTRODUCTION
Systemic Lupus Erythematosus (SLE) is an autoimmune disorder characterised by an underlying immunodeficiency state worsened by the use of immunosuppressive drugs in its treatment. Hence patients with SLE are at increased risk of opportunistic infections, one of which is tuberculosis. Tuberculosis (TB) is one of the most common infectious diseases globally, with Indonesia having the second highest prevalence in the world today. A previous study in Spain has reported a six fold increase in TB incidence in the SLE group compared to the general population. In Hongkong, a similar study has reported an increased risk of up to 15 fold in SLE patients. We report a case of SLE flare with recurrent tuberculosis infection and autoimmune haemolytic anaemia. Informed consent was obtained from the patient for this report.
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CASE PRESENTATION
A 42-year old female presented to the outpatient department with a one-week history of haemoptysis and discoid skin rash as well as swollen joints over the lower extremities which appeared after her daily methylprednisolone dose was tapered down a week ago. The patient also complained lethargy, night sweats, weight loss (3 kg over two weeks), loss of appetite, nausea, epigastric pain, photosensitivity and arthralgia throughout all the joints in her body. Also, she suffered from diarrhoea two days before being admitted. A history of fever, chest pain, urinary difficulties, history of trauma or prior bleeding was denied by the patient. The rashes, photosensitivity and arthralgia started to occur when she was exposed to bright sunlight a week ago and after hearing of her mother getting ill.
The patient had a history of systemic lupus erythematosus first diagnosed two years ago (confirmed by antinuclear antibodies/ ANA and Anti-double stranded DNA /Anti-dsDNA profile test) and had two previous episodes of tuberculosis infection which had been completely treated and declared cured based on results from Chest X-Ray and bacteriologic examination. She is currently in her ten-month course of fixed dosed combination anti-TB drug (FDC) for her third episode of TB infection which diagnosis has been confirmed by both Chest X-Ray and bacteriologic examination.
Clinical findings
Examination of the patient demonstrated a conjunctival pallor, coarse crackles over the apex of the left thorax, rhonchi throughout the left thorax, swollen joints and discoid rash over both lower extremity. All other physical examinations were within normal limits ( Figure 1 ). 
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Diagnostic assessment
Blood work revealed pancytopenia, hyponatremia and hyperuricemia. Peripheral blood morphology showed hypochromic normocytic anaemia with ovalocyte, elliptocyte, teardrop cell, eosinophilia and thrombocytopenia. Further direct Coombs testing was positive (Table  1) . Chest X-Ray was performed on the patient who showed fibroinfiltrates in the left thorax, a cavity in the left apex with fibrocalcification in the right paracardial and para hilum. Three previous chest X-rays of the patient taken at 3, 6 and 8 months have reported bilateral pulmonary infiltrates without any pulmonary cavities. No pulmonary cavity have been found (Figure 2) .
The patient was diagnosed with SLE Flare, haemoptysis et causa Tuberculosis on therapy, Autoimmune Hemolytic Anemia and Gastroenteritis. She was treated with FDC, and acetylcysteine (3x1 tablet), methylprednisolone (1 x 125 mg), transfusion of packed red cells (500 ml), thrombocyte was performed, and anti- A week post discharge, the patient was reevaluated in the outpatient department with her SLE under remission, and no further haemoptysis was reported. Her TB drug regiment was hence continued. Whereas, her methylprednisolone was once again tapered down to 2 x 16 mg with the addition of chloroquine 2 x 150 mg daily.
DISCUSSION
Earlier diagnosis, better monitoring and increased use of immunosuppressant have to lead to much-improved survival rates among SLE patients today compared to decades ago. However, increased life expectancy and usage of immunosuppressive therapy has brought forward other challenges in managing SLE patients including drug-related adverse effects such as recurrent infections and long term SLE sequelae such as accelerated atherosclerosis. Infection is now the leading cause of death followed by atherosclerosis among SLE patients. 6, 7 Tuberculosis is an opportunistic infection often found in patients with immunosuppression either as a result of their disease or due to immunosuppressive therapy. Several previous studies have shown an increased risk of TB among SLE patients, especially in those living in endemic areas. Studies have also reported extrapulmonary TB (EPTB) as more prevalent in SLE patients compared to pulmonary TB. In a previous study in China, among 452 patients with SLE, 73.8% had EPTB while only 23.8% had pulmonary TB. In another larger scale study of 3000 SLE patients, 52.4% had EPTB while 47.6% had pulmonary TB. Similar findings were also reported in a cohort of patients in Romania. When these patients were infected with TB, they were also reported to be more susceptible to the risk of dissemination with previous studies reporting up to 50% of patients with TB and SLE presenting with a concurrent disseminated TB infection. [8] [9] [10] [11] [12] The diagnosis of TB in SLE patient especially that of EPTB is clinically challenging due to the lack of specific symptoms to guide diagnosis. These patients often present with a constellation of prodromal symptoms namely unexplained fever, joint pain, fatigue and serositis which are also showing symptoms in patients with SLE. In a cohort study of SLE patients with TB, fever was found to be the most crucial red-flag for the diagnosis of TB (OR 73.1; 95% CI 15.2-352.7; p<0.001), with other frequent manifestations being weight loss and cough. 11 Due to the above clinical diagnosis challenges, previous studies have shown that the time interval between TB onset to diagnosis in SLE patients varies from 1 month up to 1 year. Definite diagnosis would require a high degree of clinical suspicion from the physician and is determined based on analysis of body fluids and tissues. 4, 13 In diagnosing patients with latent TB infection, the 14 Haematological manifestations of SLE have been reported in 10-83% of adultonset SLE patients. However, autoimmune haemolytic anaemia (AIHA) was reported to be uncommonly found, in only 4-10% of SLE patients. Anti-dsDNA was reported to be the most frequent specific predictor for AIHA in SLE patients. Similar to SLE patients, glucocorticoids and immunosuppressive therapy remain the mainstay of therapy. 15 Previous studies have also shown that patients with SLE are at increased risk of hyperuricemia similar to this patient. Several mechanisms including inflammation, hypertension and renal involvement are hypothesised to be possible provoking factors of hyperuricemia in SLE patients, which in return further aggravates inflammation, hypertension and renal disease in these patients thus creating a vicious cycle. 16 A previous study from India reported a reduction in the incidence of active TB in lupus patients following the prescription of isoniazid (5 mg/kg/day; maximum 300 mg/day) together with pyridoxine 10 mg/day for one year in patients with SLE receiving corticosteroid therapy. Even so, the risk and benefits of long term prescription of prophylactic INH in SLE patients must be taken into account on a case by case basis primarily due to the hepatotoxic effects of INH and possible drug-induced lupus secondary to anti-tubercular therapy, which can develop in approximately 20% of patients receiving isoniazid.
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Management of SLE Patients with Latent and Active TB Infection Latent TB Infection
In patients with latent TB infection, general recommendations suggest treatment with Isoniazid for nine months when TST or IGRA test is positive. 17, 18 In patients with active TB infection, The treatment of patients with TB on SLE do not differ from those without SLE. 1, 8 In a study by Gherghe et al. (2015) from Romania, the use of high dose glucocorticoids and cyclophosphamide was significantly associated with TB with OR 9.6 (CI 1.2-77.5; p=0.03) for hd-GC and OR 3.3 (CI 1.2-9.1; p=0.02) for cyclophosphamide. Compared with other risk factors such as age, disease duration and socioeconomic status, the use of high dose glucocorticoids was found to be the most critical risk factor for TB infection in SLE patients. 11 The use of immunosuppressive therapy in patients with SLE has long been reported to be associated with a wide variety of infections. Use of glucocorticoids has been associated with an increased incidence of respiratory and genitourinary tract infections caused by Gramnegative microorganisms as well as infections caused by mycobacterial, cryptococci, listeria, and nocardia. In a retrospective study of 2.717 SLE patients comparing the use of glucocorticoids with other non-glucocorticoid agents, patients with a mean daily dose of more than 7.5 mg/ prednisone were reported to be more susceptible to the development of pneumonia, herpes zoster and fungal infectionand fungal infection. Other authors have also reported the same cut off with genitourinary tract infections. [19] [20] [21] [22] Methotrexate, azathioprine, cyclophosphamide and mycophenolate mofetil are other corticoidsparing drugs which make up the current therapeutic armamentarium for SLE. While remaining controversial, the use of isolated cyclophosphamide therapy has been reported by some authors to not significantly increase the risk of infections, except when its use is combined with glucocorticoids. Even so, other studies have shown that the use of cyclophosphamide is associated with urinary tract infections, with haemorrhagic cystitis being one of the known complications of cyclophosphamide use. [23] [24] [25] [26] Whereas, mycophenolate mofetil use has also been associated with cystitis, upper airway infection, bronchitis and cellulitis. The use of cyclophosphamide, prednisone and azathioprine has also been associated with herpes zoster infections. 23, 27, 28 In contrast, a previous study by RuizIrastorza et al. on the risks of infection among SLE patients has reported a 16-fold reduction in risk of major infection in patients prescribed with antimalarials namely hydroxychloroquine and chloroquine. This was supported by other studies by Siso et al. (2008) 32 These antibacterial effects are hypothesised to be mediated by pH-dependent iron deprivation and increase phagolysosomal pH which inhibits the growth of intracellular organisms. Increase in lysosomal pH has also been linked to its antiviral effects. 33 While the timely administration and dosing of immunosuppressive are essential in SLE patients to achieve optimal control, minimising flareup of disease and long term damage, cautious surveillance and dose titration are equally essential to avoid recurrent infections such as TB and other associated comorbidities which have been proven to be just as fatal. In a single study in India, prescription of isoniazid (5 mg/ kg/day; maximum 300 mg/day) together with pyridoxine 10 mg/day for one year in patients with SLE receiving corticosteroid therapy has been demonstrated to lower incidence of active TB infection. Even so, the risk and benefits of long-term prescription of prophylactic INH in SLE patients must be taken into account.
The use of corticoid sparing drugs must always be considered in patients currently dosed with high dose glucocorticoids especially with concurrent infection as they were found to confer a lower risk of infection compared to glucocorticoids in previous studies. The use of anti-malarial agents (hydrochloroquine and chloroquine) have been reported to be beneficial in reducing the risk of infections among SLE patients. However, the risk of irreversible retinopathy must also be considered before prescribing long term antimalarials. Further comprehensive studies comparing the dosing and type of drug prescribed for SLE patients with infection as well as for the prevention of infection remains vital.
CONCLUSION
SLE patients are at risk of recurrent tuberculosis and other opportunistic infections due to their inherent immunodeficiency state and even more so due to the use of immunosuppressive drugs in their treatment. Annual TB screening is recommended in SLE patients with immunosuppressive therapy as they have increased the propensity of TB infection especially in endemic areas. In these patients with recurrent TB infection, Gene Xpert test for multi-drug resistant tuberculosis is also recommended. Further research towards better management of these two disease entities is required.
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